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CGG GAG GAG TCC CAG CTC ACC TGG ACA GGT TTT GCT CAT GGA GAA GGC 48 

Arg Glu Glu Ser Gin leu Thr Trp fbr Gly Phe Ala His Gly Glu Gly 

V S 10 15 

TOP GAG GAT GGA GAA TTT TGG AAG GAT GAACCC AGT GAT GAG GCC CCA 96 



Phe Glu Asp Gly Glu Phe Trp Lys Asp Glu Pro Ser Asp Glu Ala Pro 
20 25 30 



ATG GAG CTG GGA CTG AAG GAA CCT GAG GAG GGG ACG TTG ACC TTC CCA 144 
Met Glu Leu Gly Leu Lys Glu Pro Glu Glu Gly Thr Leu Thr Phe Pro 
35 40 45 

GOT CAG AGC CTC ACC CCA GAG CCG TTG CCC CAA GAG GAG GAG AAG CTT 1 92 
Ala Gin Ser Leu Ser Pro Glu Pro Leu Pro Gin Glu Glu Glu Lys Leu 
50 55 60 

CCC CCA CGC AAT ACC AAC CCA GGG ATC AAG TGT TTC GCC GTG CGC TCC 240 
Pro Pro Arg Asn Thr Asn Pro Gly lie Lys Cys Phe Ala Val Arq Ser 
65 " 70 75 80 

CTA GGC TGG GTA GAG ATG ACC GAG GAG GAG CTG GCC CCT GGA CGC AGC 288 
Leu Gly Trp Val Glu Met Thr Glu Glu Glu Leu Ala Pro Gly Arg Ser 
85 90 95 

AGT GTG CCA GTC AAC AAT TGC ATC CGT.CAC CTC TCT TAG CAC AAA AAC 336 
Ser Val Ala Val Asn Asn Cys He Arg Gin Leu Ser Tyr .His Lys Asn 
ioo 105 no 

AAC CTG CAT GAC CCC ATG TCT GGG GGC TGG GGG GAA GGA AAG GAT CTG 384 

Asn Leu His Asp Pro Met Ser Gly Gly Trp Gly Glu Gly Lys Asp Leu 
115 120 125 

CTA CTG CAG CTG GAG GAT GAG AC A CTA AAG CTA GTG GAG CCA CAG AGC 432 
Leu Leu Gin Leu Glu Asp Glu Thr Leu Lys Leu Val Glu Pro Gin Ser 
130 1 33 140 

CAG GCA CTG CTG CAC GCC CAA CCC ATC ATC AGC ATC CGC GTG TGG GGC 480 
Gin Ala Leu Leu His Ala Gin Pro He He Ser He Arg Val Trp Gly 
145 150 155 160 

GTC GGG CGG GAC AGT GGA AGA GAG AGG GAC TTT GCC TAC GTA GCT CGT 528 
Val Gly Arg Asp Ser Gly Arg Glu Arg Asp Phe Ala Tyr Val Ala Arg 
165 170 175 

GAT AAG CTG ACC CAG ATG CTC AAG TGC CAC GTG TTT CGC TGT GAG GCA 576 
Asp Lys Leu Thr Gin Met Leu Lys Cys His Val Phe Arg Cys Glu Ala 
180 IBS 190 

CCT GCC AAG AAC ATC GCC ACC AGC CTG CAT GAG ATC TGC TCT AAG ATC 624 
Pro Ala Lys Asn He Ala Thr Ser Leu His Glu He Cys Ser Lys He 
195 200 205 

ATG GCC GAA CGG GGT AAT GCC CGC TGC TTG GTA AAT GGA CTC TCC CTG 672 
Met Ala Glu Arg Gly Asn Ala Arg Cy3 Leu Val Asn Gly Leu Ser Leu 
210 215 220 

GAC CAC TCT AAA CTT GTG GAT GTC CCT TTC CAA GTG GAA TTC CCA GCG 720 
Asp Hi3 Ser Lys Leu Val Asp Val Pro Phe Gin Val Glu Phe Pro Ala 
225 230 235 240 

CCT AAG AAT GAG TTG GTC CAG AAG TTC CAA GTC TAT TAC CTG GGG AAT 76 B 
Pro Lys. Asn Glu Leu Val Gin Lys Phe Gin Val Tyr Tyr Leu Gly Asn 
245 250 255 



GTA 

vai 


CCT 
Pro 


GTT GCT AAA 
Val Ala Lys 
260 


CCT GTT GGG 
Pro Val Gly 


GTA 

val 

265 


GAT 
Asp 


GTG 

val 


ATT AAT GGG 
He Asn Gly 
270 


GCC 

Ala 


CTC. 
Leu 


816 


GAG 

Clu 


TCA 
Ser 


GTC CTG TCC 
Val Leu Ser 
275 


TCC AGC AGC 
Ser Ser Ser 
280 


CGT 
Arg 


GAA 

Glu 


CAA 

Gin 


TGG ACC CCA 
Trp Thr Pro 
285 


AGT 
Ser 


CAT 
His 


864 


GTC 
Val 


AGT 
Ser 
290 


GTG GCC CCT 
Val Ala Pro 


GCT ACC CTC 
Ala Thr Leu 
295 


ACC 
Thr 


ATC 
lie 


TTG 
Leu 


CAC CAG 
His Gin 
300 


CAG 
Gin 


ACA 
Thr 


GAG 

Glu 


912 


GCA 
Ala 
305 


GTG 
Val 


CTG GCA GAG 
Leu Gly Glu 


TGT CGG GTG 
Cys Arg Val 
310 


Arg 


Phe 


CTC 

Leu 
315 


TCC TTC .CTG 
Ser Phe Leu 


GCC 
Ala 


GTG 
Val 
320 


960 


GGC 
Gly 


AGA 
Arg 


GAT GTC CAC 
Asp Val His 
325 


ACG TTT GCA 
Thr Phe Ala 


TTC 
Phe 


ATC 
He 
330 


ATG 
Met 


GCT GCC 
Ala Ala 


GGC 
Gly 


CCA 
Pro 
335 


GCC 
Ala 


1008 


TCC 
Ser 


TTC 
Phe 


TGC TGT CAC 
Cys Cys His 
340 


ATG TTC TGG 
Met Phe Trp 


TGC 
Cys 
345 


GAG 
Glu 


CCC 

Pro 


AAT GCT 
Asn Ala 


.GCC 
Ala 
350 


AGC 

Ser 


Leu 


1056 


TCA 
Ser 


GAG 
Glu 


GCT GTG CAG 

Ala. val Gin 
355 


GCT GCG TGC 
Ala Ala Cya 
360 


ATG 
Met 


CTT 
Leu 


CGC 
Arg 


TAC CAG 
Tyr Gin 
365 


AAG 
Lys 


TGT 
Cys 


CTG 
Leu 


1104 


GAT 
Asp 


GCC 

Ala 

370 


CGT TCC CAG 
Arg ser Gin 


GCC TCC ACC 
Ala ser Thr 
375 


TCC 

SGr 


TGC 

Cys 


CTC 
Leu 


CCA GCA 
Pro Ala 
380 


CCC 
Pro 


Pro 


GCT 
Ala 


1152 


GAG 
GlU 
385 


TCT 

Ser 


GTG GCA CGG 

Val Ala Arg 


GGT GTA GGG 
Gly Val Gly 
390 


TGG 
Trp 


ACT 
Thr 


GTC 
Val 

395 


CGC AGG 
Arg Arg 


GGT 
Gly 


GTT 
Val 


CAG 
Gin 
400 


1200 


ICQ 
Ser 


CTG 
Leu 


TGG GGC TCC 
Trp Gly Ser 
405 


CTG AAG CCC 
Leu Lys Pro 


AAA 
Lys 


CGG 
Arg 
410 


Val 


GGG GGC 
Gly Gly 


CAT 
His 


ACC 
Thr 
415 


CCA 
Pro 


1243 


TGA 


AGA 


AGC CCC ACC 


TTC CCT CCA 


CCT 














1275 



* Arg Ser Pro Thr Phe Pro Pro Pro 
420 425 

K£U#*f : 3 
1g?iJ0:S£ : 2 7 

s ai © m : 7 9 V * * K 

m © k : - * * 
Yxup- : a m tt 



ib m © w m : c D N A 
KM 

CAAGTCGACC TAGTTCTGCA TCTGCTC 27 

mm&% : 4 

B2 81 ffl ft $ : 2 7 

IE *| © £ : 2 t> V tf h- 

mom : -#a 

h#nf - : it ft >K 
BB 5M CD f t H : c D N A 

CAAGAATTCA AGAAACAGTA CACATGC 27 

EHl** : 5 

IE 8! ® & $ : 2 3 

^©^ : -#« 
hJfinj?- : fi g « 

mm 0 mm : c d n a 

K8I 

CTATTCGATG ATGAAGATAC CCC 23 



Mm 



Figure 1 



[02] 



Hind III Aatll 




Figure 2 



[H3] 









2 


2 


2 






h3 


S<S 




S<S 


to 


to 


CO 


a: 


33 * 


o 


PC 


a: 


OS 




X 




> 


> 


> 


to 


to 


CO 


< 


< 


< 


iJ 












a 




a 


u 


O 


u 


oS 


PS 


OS 


tc 








M 


M 




M * 




o 


o 


o 




o * 








2 




a, 


CU 


2 


2 


2 


z 


z * 


Q 


> 


> * 




E-i * 


*C * 


to 




< 


< 


2; 


JZ 




> 


> 


> 


as 


OS •* 




CO 


CO 


CO 




O -x 


CO 


CO 


to 


to 


CU 


Cu * 


o 


OS 


as * 


:*s 




* 


CO 










2 * 


CO 




a. 




w 


w * 


Q 


< 




< 


CJ 


tO -it 


Q 










C£) -fc 


a 




td * 


Q 


O 


o * 


a 


Id 


Id 


w 


CU 


Qj 


Q- 


Cd 




CO 


»J * 


> * 


n: 


H 


H * 


< 


CU 


a, 


Cl, 


S 






W 


W * 


< 


W 




td 


0- 


04 * 


2 


> 




> 


CO 


CO * 




s 


s 


s 


-3 


-3 


h3 


to 


e> 


13 



G 



5 5 









© 








■ffi 


LO 








W 






5 







Figure 3 



INTERNATIONAL SEARCH REPORT 



PCT/FR 96/01775 



A. CUASSCFKATION OF SUBJECT MATTER 

IPC 6 C12N15/12 C07K14/47 
6Q1H33/68 C12Q1/68 



C12N15/62 
C12N15/86 



A51K38/17 C67K16/18 
//C12N15/11 



B. PIELDS SEARCHED 



U bate and, when praeenaj, set 





CiMoai of doelttzieia, with indication, where appropr.ate, of tbe relevant passages 


Relevant to dura No. 


X 


WO 94 19692 A (GEN HOSPITAL CORP) 1 


1-3,7,9, 




September 1994 


13-15, 






20,21 




see the whole document 




X 


MOLECULAR AND CELLULAR BIOLOGY, (1996 NOV) 


1-3,5,7, 




16 (11) 6229-41., XP0Q0676581 


9.20 




BORG J P ET AL: "The phosphotyrosine 






interaction domains of Xll and FE65 bind 






to distinct sites on the YENPTY motif of 






amyloid precursor protein." 






see the whole document 






-/-- 





0 f 



HI «-* 




jner other special reason (*e speri&ed) 
Witt refemnj to an oral to 



' doomiatt publnhcti prior to UK 




26 June 1997 


18.0?. 97 


Name and mailing address of the ISA 

N^^'flVRiinrt'lk' P '"' 5,18 P>tmlUi!n 2 
Tel. (-t-31-70) 340-2040, Tit. 31 651 epo nl, 
F«K (+ 31-70) 340-3D16 


Andres, S 



INTERNATIONAL SEARCH REPORT 



PCT/FR 96/01775 



C(ConUnuauan) DOCUMJM*TS CONSIDERED TO BE RELEVANT 






Relevant to claim No. 


X 


JOURNAL OF BIOLOGICAL CHEMISTRY, (1995 DEC 
29) 270 (52) 30853-6, XPG023O7462 
FIORE, F. ET AL. : "The regions of the 
Fe65 protein homologous to the 
phosphotyrosine 

interaction/phosphotyrasine binding domain 
of She bind the intracellular domain of 
the Alzheimer l s amyloid precursor 
protein." 

see the whole document 


1-5.7-9 


A 


HUMAN MOLECULAR GENETICS, (1996 OCT) 5 
(10) 1589-98., XPO02O33791 
BRESSLER, S. ET AL. : "cDNA cloning and 
chromosome mapping of the human Fe65 gene; 
interaction of the conserved cytoplasmic 
domains of the human beta-amyloid 
precursor protein and its homologues with 
the mouse Fe65 protein." 
see the whole document 


1-21 


A 


MUCLEIC ACIDS RESEARCH, (1991 OCT 11) 19 

(19) 5259-74., XPQ0Z06Z141 

DUIHO, A. ET AL. : "A rat brain mRNA 

encoding a transcriptional activator 

homologous to the DNA binding domain of 

retroviral integrases." 

cited in the application 




E 


FR 2 740 454 A (RHONE POULENC RORER SA) 30 
April 1997 

see the whole document 


1-21 


T 


JOURNAL OF BIOLOGICAL CHEMISTRY. (1997 MAR 
7) 272 (10) 6399-405., XP0O2033792 
ZAMBRANO, H. ET AL.: "Interaction of the 
phosphotyrosine 
interact! on/phosphotyrosine 
binding-related domains of Fe65 with 
wild-type and mutant Alzheimer 's 
beta-amyloid precursor proteins." 
see the whole document 


1-3,5,7, 
9.26 



Font FCI7tSA/2IO<a]J<in»»(joii of tmtd iheet) (July I 



INTERNATIONAL SEARCH REPORT 


am a Appuoww No 
PCT/FR 96/01775 


Patent document 
cited in search repon 


FubttaUon 1 Patent family 1 Publication 

date | nteraber(s] J <hte 



WO 9419692 A 01-G9-94 US 5578451 A 26-11-96 



FR 274G454 A 



3Q-04-97 



(51)Int.Cl. ttSiJSE-S- 
A 6 1 P 25/00 
25/28 

43/00 1 1 1 

C 0 7 K 14/47 
16/18 

C 1 2 Q 1/68 



F I 

A 6 1 P 25/28 

43/00 111 
C 0 7 K 14/47 

16/18 

C 1 2 Q 1/68 / 
A 6 1 K 37/02 



